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ucarly inadequate for the purposes at hand. 
Rather fine categorisation i$ used for husband’s 
occupation, but analysis of the data does not 
indicate that this is a significant predictor. 
The stratification for age, on the other hand, 
is far too coarse. Variations of cancer incidence 
within lO^vear age ranges are large compared 
with the variations attributed to the husband’s 
smoking. Even relatively small differences in 
the age distribution of the three populations 
could thus produce the reported apparent 
effect; The use of husbands’ rather than 
wives’ ages for stratification compounds the 
problem. 

The measure of risk is also inappropriate 
for a study of such extended duration. The 
number of person years at risk rather than the 
number “of subjects should be used as the 
exposure variable, since many sub,ccts would 
have died of othcT causes during the study. 
The appropriate procedure for analysing data 
of this type is given in Mantel’s original 
paper. 1 ' 

Finally, it is dear from the original paper 
that Dr Hirayama analysed several causes of 
death, but reported statistics only for lung 
cancer. The procedure of reporting only the 
most significant result from a choice of several 
possible dependent measures a posteriori is a 
common error which naturally leads to 
inflated estimates of significance. Only an 
appropriate multivariate test can properly 
estimatestatistical significance in this situation. 

The analysis reported must thus be re¬ 
garded as inconclusive unless more refined 
analyses are able to confirm the results. We 
endorse the author’s suggestion that further 
study based on larger samplfcs is needed, but 
we emphasise that such studies can be useful 
only if the relevant biomedical data are 
recorded and analysed in sufficient detail to 
isolate the hypothesised effect from con¬ 
founding factors. 

Chris P Tsoxos 

Depin mem of Mathematics. 

University of 5»»uth Florida, 

Tampa. Honda 33620, 

USA 

' Mantel N\ Halperin M. Journal of tke Ammcam 
Sianuual AiuKiation 1963,58:6t 1-27. 


Sir,—M ost of the questions raised in my letter 
(3 October, p 917) were not addressed in the 
response of Dr Hirayama that followed. The 
first readings of his original paper troubled me 
in view of his recognised work, so that before 
11 commented I reviewed every Hirayama 
paper in the literature on this study population 
to sec if the collective information might 
answer the questions. A map of Japan was 
constructed by prefectures and minor popula¬ 
tion subdivisions and the areas of the study 
were marked as nearly as they could be 
ascertained; Review of the reports on the 
epidemiology and clinical aspects of lung 
cancer of other Japanese scientists and finally 
a serious study of Japanese demography, 
industry, disease trends, and all pertinent data 
wctc made; so the questions asked were 
serious and responsible. 

Dr Hirayama did not answer the question 
about how or why the specific health stations 
surveyed were selected, or how the few 
prefectures of the total in Japan from which 
the health stations were chosen were selected. 
He admitted that the selection was not random 
and states, “The satisfactory representativeness 
of the sample was confirmed after the survey'.” 
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He docs not say by what entena this was 
confirmed. 

Mapping of the areas selectedfor study and 
of the industrial:concentrations shows them to 
be related in nearly every instance. Qr 
Hirayama states, “Asbestos exposure is quite 
unlikely to have influenced our result since the 
proponton of industrial areas are surely not in 
excess in our sample.” Asbestos and other 
industrial exposures would have to be con¬ 
sidered according to the locations of the study 
areas and of the industrial! complexes as 
revealed on the map of Japan. The areas were 
nearly all in the areas with high standardised 
mortality ratios in the excellent and fully 
documented countrywide epidemiolbgical lung 
cancer mortality study of Minowa tt ai. 1 The 
tabulation on the basis of the husbands’ ages 
is not explained. According to the median age 
at time of marriage in Japan, there is a 
difference between husbands’ and wives* ages, 
the wives being generally younger. Dr 
Hirayama states, “We have tables by wives' 
ages separately.” They were not found in the 
literature search on these data. 

No response at all was made to the following 
questions: (1) Were the families whose medical 
care was covered by industry omitted from the 
study ? (2) To what population is Hirayama 
referring? (3) Why were 31 % of the women 
surveyed (and 40% of the women smokers) 
listed as unknown or not specified as to 
occupation ? For a person to person survey, 
this suggests methodological probltms. (4) 
Why were references to current Japanese 
studies by reputable men, Minowa et ai 5 and 
Aoki, : whose findings did “not seem to 
explain the prefectural differences of lung 
cancer mortality” not mentioned? (5) The 
report by Ishikawa* on the preponderance of 
adenocarcinoma in, Japan* in a footnote of 
which he acknowledges the assistance of Dr 
Hirayama, his colleague as a reviewer, is not 
referred to in the answer, although this is yery 
important to this discussion. 

Two new issues were introduced by Dr 
Hirayama in his response, one on the quantity 
of sidestream smoke inhaled by the wives, 
without any discussion of the quantity smoked 
in houses or in the presence of the wives. All 
the sidestream smoke of husbands’ cigarettes 
would not be inhaled. A remarkably careful 
study on this subject was reported in 1978 by 
a French group that helps to explain the 
differences reported by different techniques of 
measurement. They improved and explained 
each innovation they used to overcome 
logistical problems noted in previous studies. 
They concluded, with valid proof, that on the 
strictly toxicological level there is no hazard 
for non-smokers. The report does not neglfcct 
to remark on the problems that are presented 
to a very important fraction of the population, 
however. The second issue introduced in the 
reply was that inhalation through the nose is 
different from the smoker’s direct inhalation. 
This did not consider the superb filtering 
system, which would conceivably reduce the 
amount of ambient smoke inhaled by the wives. * 

Finally, the far-reaching implications of this 
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unproved passive smoking effect arc already 
in evidence in the literature. 

Eleanor J Macdonald 

Division of Oncer Prevention, 

University of Texas System 
Cancer Center. 

Houston, Teui 77030, 

USA 

* Mlnow* M. Shieemaciu 1, Nanai M, Fukutomi K_ 

S*e Set Med 1981:15D(l):225-3l. 

* Aoki K, Ohno Y. Sifipon Rimka 1980;38.254 1-50.' 

* Iihikaw* S. JpnJ Ch» Oneol 1973 J :]9-30. 

* Bad re R. GuUierm R, Abran N. Sourdm M, Dumas C. 

Annaiti PkarmaeruClouet Francaurt 1978 ,36 + 43 - 52 . 


Sir,—D r T Hirayama (17 January, p 183) 
reports a greater risk of lung cancer in non¬ 
smoking women when their husbands smoke 
than when they do not. Assessing the statistical 
significance of this association by a 7/ trend 
statistic on one degree of! freedom. Dr N 
Mantel (3 October, p 914) showed that a non¬ 
significant value of 3-31 is obtained if age and 
occupation are ignored. However, if these 
factors are taken into account, on the basis of 
data given in tabid I of Dr Hirayama’s recent 
letter (3 October, p 916), a higher ■/.* value of 
8-70 is obtained, which is statistically significant 
(p<0 0l), and similar to, though not identical' 
with, to the value of 10 88 given in his original 
paper. While this slight, discrepancy might 
have been due, perhaps, to the use of narrower 
age bands in Dr Hirayama’s original calcula¬ 
tions, it is clear that the much more significant 
differences claimed in tables 1I ! and HI of his 
letter are due to a statistical error; 

Table II, which gives a very much higher 7 s 
value of 36-81 for a similar comparison, is based on 
the false assumption that the lung cancer rate of 
non-smoking women with husbands who did not 
smoke is known precisely. The correct calculation, 
given in my table, gives a much lower level of 
significance for the Japanese data, and his calcula¬ 
tions for the American 1 and Greek 1 data arc 
similarly in error. Consideration only of women 
with smoking husbands has also led Dr Hirayama 
to conclude incorrectly that the American study 
was materially Hess powerful than the Japanese 
study because of sample sire. In fact, the studies 
were of very similar power, a slightly smaller total 
number of deaths in the American study (153 
compared w*ith 174) being balanced by the greater 
stability of the denominator in the relative risk 
calculations, due to the greater number of deaths in 
women whose husbands did not smoke (65 
compared w ith 32). 

The source of the error in his table III is not 
dear, but the remarkably narrow 95 % confidence 
bands for relative nsk given in the table below the 
figure cannot be even approximately correct. How, 
for example, can the ratio of 2 94 given for the 
comparison of lung cancer Tates between non¬ 
smoking men whose wives smoke (seven deaths out 
of 1010) and non-smoking men whose wives do 
not smoke (50 deaths out of 19 279) possibly have 
95 % limits as close together as 2-65 and 3 26—that 
is, -10%—when the 95 % limits for the seven 
observed deaths are approximately 2 and 12-—that 
is, ±70%—and the variability of the relative nsk 
must be greater than this? 

Hugod, ei oP have shown that under quite 
extreme passive smoke conditions,, sufficient to 
produce a carbon monoxide air concentration of 
20 parts per million, a non-smoker would take 11 


Observed and expected deaths from lung cancer in noit-jmoiinf teamen in the Japanese uudy according to the 
smoking habit of thetr husbands 



Husbands do not smoke 

Husbands smoke 




Observed 

Expected 

Observed 

Expected 

X* 

P 

As given by Hirayama 

32 

(32 0) 

147 

84 8 

3**1 

<0nnnoi 

Correct calculation 

32 

43 8* 

142 

128 2* 

57g 

<0 05 


• Standardised fur »*« and occupation on the basis of data in table I of Dr Hirayama i letter (J October, p 9161. 


Source: https://www.industrydocuments.ucsf.edu/docs/rznxOOOO 
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Jraurs >9 take in an amount of tar equivalent to that 
inhaled by the smoker of an average cigarette and 
90 hour* to take in the equivalent amount of 
tucoune. Similar estimate* can be made from other 
studies/-* suggesting that hi terms of dose one 
passively smoked cigarette is equivalent to a very 
smalt fraction of one actively smoked cigarette. In 
Dr Hirayama'* itudy, on the other hand, elevations 
of lung cancer risk in active smokers of about five 
cigarettes a day are similar to those seen in non¬ 
smoking women married to smokers of 20 or mote 
cigarettes a day. As these husbands are stated to 
smoke only 8 4 cigareitei a day at home and these 
presumably not all in the presence of the wife, his 
results are implicitly suggesting that in terms of 
lung cancer response, one actively smoked cigarette 
and one passively smoked cigarette are virtually 
equivalent. 

This contrast is so striking that one must 
seriously doubt whether the elevated lung 
cancer risk seen in non-smoking wives of 
smokers, statistically significant as it may be, 
is really caused by the passive smoke exposure. 
It seems far more likely that the explanation 
lies in some hitherto undiscovered confounding 
or biasing factor. 

Pm* N Lei 

Suiton, Surrey SM2 5DG 

• Garfelkel L. J Nat Canemr Imt 19S l *8:1061-4. 

• Trichopoulo* D, Kaiindidi A, Sparroi L, Mac.Mahon 

B. /rtf J Center 1981;27:1-4. 

■ Hufod (_, Hawkins LH, Astrup P. IntArck Oeeup 
Emrtron Htaith 1978.42:21-9. 

• Repac* JL. Liowrey AH. Sctmee 1980 ;20fl ■ 464-72- 

• Hindi «'C» First MVP. S’ EntiJ MtJ 1975 .292 :844-5. 

• Russell MAK, Fcycrabend C Lanctt 1975 ;i: 179-81, 

%*^Te sent this letter to Dr Hirayama, who 
replies below.—E d* BAfJ. 


SIR,—Since in Garfinkel's paper the only data 
available were expected frequencies based on 
the risk for women with non-smoking 
husbands, similar calculations were attempted 
with the Japanese and Greek data and pre¬ 


sented in table 11. If Garfinkel had shown the 
complete data better comparison could Have 
been made, as suggested by Mr Lee. 

Mr Lee also worries about the data as they 
suggest that the risk of passive smoking is 
almost equivalent to that of light smoking. 
The only way to answer such questions must 
be by carrying out in-depth studies of the 
chronic toxicity of sidestream smoke and of 
health consequences resulting from prolonged 
exposure to passive smoking. The study by 
White and Froeb suggests a considerable effect 
on the airways from passive smoking/ 

1 regret that errors have been found in the 
95% confidence intervals shown in the figure 
in my last letter. The correct values are given 
in the accompanying figure. The errors do not, 
however, influence the substance of my letter. 

T Hirayama 

Epidemiology Dm*»oo, 

National Ouncer Center 
Research Institute, 

Tokyo, Japan 

• White JR, Froeb HB . N EngiJ Mtd 1980*302:720-3. 


Diseases of modem civilisation 

Sir, —Certainly we can all agree with the Revd 
H C Trowell and Dr D P Burkin (7 November, 
p 1266) that there are several conditions that 
are uncommon in developing countries but 
have become increasingly common in the West, 
They add that in their book Weitern Diseases; 
Their Emergence and Prevention "there is little 
hard evidence that would warr ant a recommen¬ 
dation for dietary change in these countries.” 

There is, however, a great deal of evidence, 
from experiments with laboratory animals and 
with human subjects, that one item in Western 
diets, in the quantities now commonly being 
consumed, produces a range of abnormalities 
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Active and passive smoking and standardised mortality rates for lung cancer: relative risks (RRJ with 
99*. confidence interval!—prospective study, 1966-79, Jipan. (Revised version of figure published 
3 October, p 917;.) 


that indicate its likely involvement in produc¬ 
ing some of the Western diseases (references 
given in a recent paper 4 ). Here is an abbreviated 
list : increased concentration of cholesterol and 
triglyceride, decreased concentration of high- 
densiry lipoprotein cholesterol, increased con¬ 
centration of insulin and corticosteroids, and 
increased concentration of uric acid in the 
blood; impaired glucose tolerance; diminished 
tissue sensitivity to insulin; increased adhesive¬ 
ness and aggregation of blood platelhs; 
paradoxical electrophoretic behaviour of blood 
platelets; retinopathy; nephropathy indis¬ 
tinguishable both histolbgically and bio¬ 
chemically from that seen in diabetes melliius. 
It is difficult to imagine that more evidence is 
needed to indict sugar as a likely cause of at 
least two of the “Western diseases,” coronary 
heart disease and diabetes. 

The average consumption of sugar is now 
about 1 kg a week in Western countries, 25 
times what it was before the industrial 
revolution. Some people take two or three 
times this average. 1 see no problem about 
what should be the most sensible dietary 
recommendation we could be making, 

John Yudrin 

London NW3 

‘ Yudkin J. Am J atm Susr 1981 *34:1453: 


Alcohol and alcoholism 

Sir,—D r Richard Smith's series of papers on 
alcoholism (26 September, p 835; 3 October, 
p 895;, 10 October, p 972; 17 October, p 
1043 ; 24 October, p 1108; 31 October, p 
1170, and 7 November, p 1251) was timely 
and generally accurate and comprehensive, 
but 1 ! was surprised to see no reference to 
supervised disulfiram—one treatment which 
docs seem to be of specific benefit in alco¬ 
holism- This has been shown in three well- 
designed controlled trials and ; there are no 
contrary findings. Ail the studies stress that 
supervised disulfiram is an extension of the 
therapeutic relationship and not a substitute 
for it. 

Gerrein el al x found that 85 % of patients 
given disulfiram twice weekly under super¬ 
vision remained in treatment, compared with 
a maximum of 39% in patients who had 
once-weekly supervised disulfiram or un¬ 
supervised disulfiram treatment. The figures 
for those abstaining for a minimum of eight 
weeks were 40% compared with a maximum 
of 15%. Aarin 1 reported that for patients 
given the same intensive community-based 
psychotherapeutic and rehabilitative pro¬ 
gramme, those in whom the administration of 
disulfiram was supervised—usually by their 
wife—did vastly better than those on un- 
supervised medication. Drinking days were 
2 % for the supervised group agamsc 55% for 
the unsupervised. Unemployment was 20% 
against 56%; and time spent in institutions 
was nil against 45%. This last figure has 
obvious financial implications. In an employee 
treatment programme, Robichaud et aP found 
that absenteeism averaged 9 8% before treat¬ 
ment, 1-7% during treatment with ewicc- 
weekiy supervised disulfiram given by the 
factory nurse, and 6-7 °’ 0 when treatment was 
discontinued. All these studies used a standard: 
dose of disulfiram, which was probably 
inadequate for some patients, and no altohol 
challenge was done. 


Source: https://www.industrydocuments.ucsf.edu/docs/rznxOOOO 
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